Of 41 000 deaths from lung cancer each year in the United Kingdom, 32 000 are from non-small cell lung cancers (NSCLC). The prevailing attitude within the UK is that treatment of this disease is worthwhile if it is surgically resectable but, ifnot, palliative treatment should be offered. This usually involves using radiotherapy to treat local symptoms such as a painful metastasis, an obstructed bronchus, or superior vena cava obstruction. The recent contribution of the UK to clinical research in management of this most common cancer has been mainly to define radiotherapy doses for palliation' and to explore hyperfractionated accelerated radiotherapy in the CHART trials. If we examine our national contribution objectively, it has been disappointingly unimaginative. The chemotherapy benefits patients, the size of the benefit is likely to be quite small -perhaps only 5% or so. Trialists have often failed to grasp that the demonstration of such small differences would require very large scale studies. Perhaps we were not interested in differences of this size, but now we know that improvements in survival are likely to be of this order when chemotherapy is used in common cancers of adult life such as breast cancer and colorectal cancer. We have also come to realise that increasing the cure rate by 5% in very common diseases is of major public health importance. We have become interested in small increments of progress and want to detect them.
In the early days of clinical trials in NSCLC there was a rather unsophisticated approach towards the chemotherapy used in these studies since it was assumed that all cytotoxic drugs were more or less equal. Furthermore, really active regimens had not then been defined. In the last 15 years refinement of combination chemotherapy in advanced disease has led to the identification of new regimens in which responses can be seen in 25 At the outset the collaborating groups made a clear distinction between chemotherapy in the "modem" era and chemotherapy which had been given in the late 1 960s and early 1970s, using the inclusion of cisplatin in the regimen to identify the "modem" combinations. This did not result from a belief that cisplatin was a unique drug in these combinations, but was simply a means of identifying regimens which one might regard as recent. This cannot be done simply on the basis of the date at which the trial was started, since many trials are conducted over several years. The different clinical settings in which chemotherapy has been compared with control groups were subdivided according to the primary treatment. Thus, there were comparisons between (1) chemotherapy and control in patients undergoing surgical resection, (2) radical radiotherapy for inoperable disease, (3) combinations of surgery and radical radiotherapy, and (4) palliative treatment for metastatic disease.
Somewhat to our surprise the results have suggested that, in three of these four categories, chemotherapy of the "modern" type confers a survival advantage. In the surgical comparison this is approximately 5% at five years, in patients treated with radical radiotherapy for a locally advanced disease it is 1-4% at five years, and in best supportive care it is 10% at one year. The estimates of the differences are extremely stable since many thousands of patients have been included in the analysis. There were 4357 patients in the surgical comparison, 3033 in the radical radiotherapy group, and 1190 in the best supportive care trials. In the trial where patients were treated with surgery and radical radiotherapy with or without chemotherapy the result was inconclusive. Only 807 patients were available in this comparison and, for this reason, the result lacks precision.
A remarkable consequence of the subdivision of the chemotherapy, and one which was not anticipated, was that an adverse effect of chemotherapy was seen in early trials where single agent continuous alkylating agents were used, usually cyclophosphamide or a nitrosourea. We do not know what increased the death rate in these trials since the data are too old to find the causes of death. This does not prove that all alkylating agent therapy is harmful but that long term continuous oral alkylating agent therapy is deleterious.
Does this overview analysis settle the issue as far as chemotherapy is concerned? It does not for several reasons. Firstly, there is considerable heterogeneity in the trials and the result gives an overall estimate from widely differing studies. The result from currently used chemotherapy may or may not be better than this. Secondly, none of these studies contained analyses of either economics or quality of life. Many clinicians would find a survival difference of a few percent not very compelling if achieved only at the expense of toxicity and considerable economic and organisational cost.
We have very few data on the quality of life of patients undergoing this form of treatment. Such data are now being collected in some studies and earlier results suggest that chemotherapy controls symptoms including cough, breathlessness, and pain, and increases well being. This is perhaps not surprising since there have also been great advances in the control of chemotherapy induced nausea and vomiting in recent years. Interestingly, some of the most positive studies in the meta analysis have only used two cycles of chemotherapy and the optimum duration of chemotherapy is entirely unknown.
A concerted effort is now needed in the UK to design some very large scale pragmatic trials to determine whether straightforward regimens of chemotherapy can easily be administered to patients and whether they improve survival. Large numbers ofpatients are needed in these trials because the survival advantage is likely to be small. Such studies need to be combined with some economic assessment during the trial. The cost of three cycles of platinum based chemotherapy will probably be in the order of £500 to ,£1000, depending on whether the patient receives the chemotherapy as a day case or with an overnight stay in hospital. If one in 20 patients was cured by such a treatment the cost per life saved would be £10 000 to £20 000. This is a very low figure in comparison with many medical interventions.
It would be a big step forward if we could change the climate of pulmonary oncology in the UK so that large scale pragmatic studies become part of the general culture of lung cancer treatment. To do this we need the enthusiastic collaboration of chest physicians and oncologists. There are many exciting questions to come. New drugs are now available or are immediately on the horizon such as navelbine, gemcitabine, and taxol derivatives.7-9 If we can show that chemotherapy is truly worthwhile, there are several other questions which will follow and which will need to be addressed in large studies. Furthermore, the economic benefit of treatment and the impact of treatment on quality of life are best assessed in the rigorous setting of randomised, large scale, clinical trials. 
